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1INDICATIONS AND USAGE
Blisovi™ 24 Fe is indicated for use by women o prevent pregnancy [see CLINICAL STUDIES (14)].

‘The efficacy of Blisovi 24 Fe inwomen with a body mass index (BMI) of > 35 g/ has not been
evaluated,

2DOSAGE AND ADMINISTRATION

2.1 How to Start Blisovi 24 Fe
Blisovi 24 Fe is dispensed ina blster card [see HOW SUPPLIED/STORAGE AND HANDLING (16)].
Blisovi 24 Fe may be stared using either a Day 1 sart or a Sunday start see Table 1). For the first
eyele of dditional method of used unil after the first 7
corsecutive days of administration.

22 How to Take Blisovi 24 Fe

‘Table 1:dns tructions for Administration of Blisovi 24 Fe

" e (Day1
 “Take first white active tablet without regard to meals on the first day of me:
Import = Tike subseduent ctve bl ono dily athe same e asch dayfor a0 of 21 dys
Comdes e possiiliyof ovulaon and concpson pror o inaionof i product
‘Tablet Color:  Take one brown inactive tablet daily for 7 days and at the same time of day that active ablets were taken.
Blisovi 24 Fe active tbles are white (Day 1 to Day 24).
 Blisovi 24 Fe inactive tablets are brown (Day 25 to Day 28).  Begin each subscquent pack onthe same day of the week as the first cycle pack (.., on the day after taking the lastinactive tblet).
Sunday Start:
For each 28-day course, ake in the following order:
Tabe he whit acive abletwithout egar o meas onhe st Sty afe the ongetof enses. Due dal i ing pregnant, use
has condoms ys s first cycle lsovi 24 Fe.
 Take subsequent active i daily atthe same time each day for a oot days.
 Take one brown tablet (ferrous fumarate) daly for the following 4 days and atthe same time of day that active tablets were taken. A scheduled period should occur during the 4 days thatthe brown ablets are taken.
« Begin each subsequent pack onthe same day of the week as the first cycle pack (.., on the Sunday after taking the lastinactive tablet) and additional ron-hormoral contraceprive s not needie
Switching 0 Blisovi 24 Fe from another oral contraceptive Start on the same day that a new packof the previous oral contracepive would have started.
Sicingfrom another conracepive method 1o Fe SartBlsovi 24 e
o Transdermal pat .
« Vaginalring . Or\medny when next insertion would have been scheduled
o Injection « Onthe day when next injection would have been scheduled
© Intrauterine contraceptive  Onthe day of re
o IftheUDIs the patient’s al ditional non-hormonal contraceptive (such as cond ded for the f the first cycle pack.
o Tmplant © Onthe day of removal

prope 2

Starting Blisovi 24 Fe after Abortion or Miscarriage

Firstrimester:
* Aftera firsinesershortanor iscariage,Blisovt24 ey besarted iy, An
adiion] contraception s not needed if Blisovi 24 Fe is started immedia

Blisovi 24 Fe s rmination of the pregnancy, the
ral orhormonal contacepion sch s condors andspermicde) o e s 7 dysof b
First 28-day course of Blisovi 24

Secondtvimestr:
* Do otstartunl 4 wels afer a second-vinestersbortonar miscartiag, due 1 the ereasedisk
of thromboembolic disease. Start Blisovi 24 Fe following the instructions inTable 1

star. Use additional non-hormonal coniraception (such as condoms and s o o ot
daysofthe paies st 28-dy course of Blisov 24 Fo [se CONTRAINDICATIONS (),
PATIENT LABELING].

Starting Blisovi 24 Fe after Childbirth
= Do not start unil 4 weeks after delivery, due to the increased risk of thramboembolic disease. Start
nraceptive therapy with Blisovi 24 Fe following the instructiors inTable 1 for women ot
Curredy usng hormoral contacepton.
o 11 he worn has not et had  period postpartum, consider he possibily of ovulatonand
conception occurring prior t use of Blisovi 24 Fe [see CONTRAINDICATIONS (4), WARNINGS
AND PRECAUTIONS (5.1), USE IN SPECIFIC POPULATIONS (8.1 and 8.3)

23 Missed Tablets
‘Table 24nstructions for Missed Blisovi 24 Fe Tablets

 1f ove acave wbletis missed in Weeks 1,2 0r 3 ok the bt s s possible: Tk e st il athe e e, conte g e bl syl he pckis (e, ackup convaceponss ot eeded
 If two consecutive active tblets are missed in Week 1 or Week 2 Take the two missed tablets as 500 as possible and the next two active ables the next day. Continue taking he packis finished. i i icide) mus t be used as back-up if the patient has sex i
 If two consecutive active wblets are missed in Week 3 or Week 4 or three o more consecutive active tablets are missed atany time Day | Saart: Throw out the rest of the pack and start a new pack that same day

7 days after missing tablets.

‘Sunday st Contnue ldng ane ableta dayun]Sundsy, then row outhe restof e packind s a e pack s ay

the used as back-up if the patient has sex within 7 days after missing 3 tablets.

2.4 Advice in Case of Gas rointes inal Disturbances

Incase of severe vomiing or diarrhea, and
eaures s be ke 1 voring o leehedoceurs witin o 4 hours afer ling & whte et



handle this as a missed wblet [see FDA-APPROVED PATIENT LABELING]

3 DOSAGE FORMS AND STRENGTHS
Blisovi 24 Fe (norethindrone acetate and ethinyl estradiol tblets and ferrous fumarate tablets)is
available inblister.
FEachblister 28 blet)consins nthe followingorder:
off-white, round, fla face beveled edged (active) ablets debossed with "LU” on one.
et "N21 oo oher Side an each contning 1.mg noFehidrone aceste 20 s ey

estradiol.

4 brown mottled, rourd, flat face beveled edge (non-hormonal placebo) blets debossed with "LU”
none side and "M22" on the other side and each containing 75 mg ferrous fumarate. The ferrous
fumarate tablets do not serve any therapeutic purpose.

4 CONTRAINDICATIONS

Do pot prescribe Blisovi 24 Fe to women who are known 1o have the following conditions:

+ A high sk arerlal o venoes ronbotc diseses, Exanyles nlude womenwho ae koot
Soole, o sge NG a

we deep vein thrombosis or pulmonary o o o e past [see WARNINGS AND
* PRECAUTIONS 63
Have inherited or [see 5 )
Isee Dl
[see WARNINGS D]
rombogenic valvular or thrombogenic rhythm diseases of the heart (for example,
Subacute baceral endocardits with valalardisase, or il Gbrilaton sce WARNINGS
AND PRECAUTIONS (1)

P

[ [see
Have headaches with focal neurological sympoms or have migraine headaches with aura [see
WARNINGS AND PRECAUTIONS (5.7)]

= Womenover age 35 with any migraine headaches [see WARNINGS AND PRECAUTIONS (5.7)]
4 Liverumor, benigor llnar. o Lver dieas e WARNINGS AND PRECAUTIONS (.3

© Prognacy,becaune here 1 m ressono ase COCA dring presrncy fsee WARNINGS AND.

PRECAUTIONS (5.9) and USE IN SPECIFIC POPULATIONS (5.1)]

 Breast cancer or other estrogerr or progest-sensitive cancer, row or inthe past [see WARNINGS
AND PRECAUTIONS (5.1

 Use of Hepatits C drug combinations cotaining ombitsvir/paritapreviririonavir, with or without
dasabuvi, due o the potential for ALT clevatiors [see WARNINGS AND PRECAUTIONS (5.3)]

5 WARNINGS AND PRECAUTIONS

5.1 Thrombotic Disorders and Other Vascular Problems

 SopBlian 24 e M owacal venous

« Stop Blisovi 24 Fe if th retinal
et o, B To el e rorost, i o ADVERGE REACHONS
(©2)]

© If feasible, stop Blisovi 24 Fe at least 4 weeks before and through 2 weels after major surgery or
geries known o have an elevted risk of VTE as well as during the following prolonged
immbilization.
© Start Blisovi 24 Fe oo earlier than4 weeks after delivery, in women who are ot breastfeeding, The
risk of postpartum VTE decreases after the third postpartum week, whereas the risk of ovulation
increases after the third postpartum week
 The use of COCs increases the risk of VTE. However, pregnancy increases the risk of VTE as
o more tan e s of COC. The rskof VI inormen'ing COCs is 1. cses per
10,000 woman-years. The risk of VTE is highest during the first year of use of a COCs and when
resaringorel conracepion after  breakof 4 weels or longer The iskof thromoenbolic
disease due to COCs gradually disappears after COC use is disconinied.
* Useof COCs alo nceases the iskof aneril Aonboses such s soles and yocadil
infar pecially
ncease s e el sl s of crebrovsscn e (hroroic o
hemorrhagic strokes). This risk increases with age, particularly in women over 35 years of age who
smoke.

@ Use COCs with caution in women with cardiovascular disease risk factors.

52 Liver Disease

Impaired Liver Function

Do mtuse Blisovi 24 Fe inwomen wihliver disese, suchas acte viral hepatts ot severe
@)LAcue or chro

Livr fuctionmy ecessae the disconamation of COC use unkl makers ofHivr farctionretnio

pormal and COC causation has been excluded. Discontinue Blisovi 24 Fe if jaundice develops.

Liver Tumors
Blisovi 24 Fe

Isee
1. Hepatic adenomas are . Anestimie of the
ioutile k18 . Cter per 13000 COE ssers. e of hepabe dencmes iy coue deah
through intra-abdominal hemorhage.

Studies. devel socellul years)
COC users. However, the risk of liver cancers in COC users is less than one case per million users.

5.3 Risk of Liver Enzyme Elevations with Concomitant Hepatits C Treatment
Durngclivical vl ith e Hepalis C conbinmiondiug regimen hatconie

5 times the.
wpper lmitof ormsl LN, o icing some casesgreater Ilmn 20 imes the ULN, were signficanly
more freque COCs. Discontinue
Bhsout 24 o prios o aring hrapy withhe combimaton o segioin

with or Isee C Blisovi.
24¥e tely 2 weels ith the Hepatits C
combination drug regimen.
5.4 High Blood Pressure
Blisovi 24 Fe vascular
disease monitor blood

pressure ard stop Blisovi 24 Fe if blood pressure rises sigaificanly.
Aninerease inblood pressure has been repored in women taking COCs, and this increase is more likely
inolder use. The incidence of with increasing
concentations of progestin.

55 Gallbladder Disease
gallbladder disease among COC users
Use. oo may wnrsenex\sung gallbladdar disese A pasl history of COC-related chnlzsmns

elesot b ot e o COC ebied hatois.

56 Caﬂmhydnu and Lipid Metabolic Effects
ully monitor prediabetic and diabetic women who are taking Blisovi 24 Fe. COCs may decrease
Gcose oo,

A small proportion of
women will have adverse lipid changes while on COCs.
ora may be

Women with hy
pancreatis when using COCs.
5.7 Headache
1f a woman aking Blisovi 24 Fe develops new headaches that are recurre, persisten, or severe,
evaluae the cause and discontinue Blisovi 24 Fe if indicated.
Consider discontinuation of Blisovi 24 Fe in he case of increased frequency or severity of migraine
during COC use (which may be prodromal of a cerebrovascular ever
5.8 Bleeding Irregularities and Amenorrhea
Unscheduled Bleeding and Spoting

coc:
ety i e et et i . e prS s o ot oo e egl

cycles, check for causes such as pregnancy or malignancy. I pathology and pregrancy are excluded,
bleeding irregularities may resolve over time or with a change to a differen contracepive product,

Ina clincal rial of Blisovi 24 Fe, the frequency and duration of urscheduled bleeding andior spoting
was assessed in 743 women (3,823 28-day cycles). A totl of 10 subject (1.3%) disconimed Blisovi

1 1 due 0 beeding or spot clnical wial, (24 t0 38%] of
Women using Blisovi 24 Fe experienced unscheduled bleeding per cycle in the six mondis o the rial.
“The percentof women eho experienced unscheduled biceding tended t decrease over time.

Amenorchea and Oligomenorrhea
Women who use Blisovi 24 Fe may experience absence of withdrawal bleeding, evenif they are not
pregnant. Inthe clinical wial with Blisovi 24 Fe, 31 0 41% of the women using Blisovi 24 Fe did not
Bavea witraval meses 6 cycles of use.Some

it coc:

amenorrhea
preexisten.

M sheduled o) bleding docs ot ocur, consder e possibilty of pregrncy: I e peterc

e prescribed dosing schedule (missed one or more active tblets or Started ta
hemona doy aer e e b, comider e pusslhlhlynf pregrarcyat e ime of the it
the prescribed

et e oo period. e ety

59 COC Use Before or During Early Pregnancy
studies have revealed o kot it defecs oo e
used oral conraceptives prior to pregrancy. Studies also do not suggest a eraogenic effect,
particularly in so far as cardiac anomalies and linb, vmutl\on Getectare concomed, when oral
" Disconinue Blisovi 24 Fe use if

pregnancy is confirmed,
Admiristration of COC to induce withdrawal bleeding should not be used as a test for pregnancy [see
USE IN SPECIFIC POPULATIONS (8.1)].

5.10 Depression

Carefully observe women with a history of depression and discontinue Blisovi 24 Fe if depression
recurs to a serious degree.

5.1 Carcinoma of the Breast and Cervix

Blisovi 24 Fe curreny have or have had because breast
erisa @l

There is substantial evidence that COCs do not increase the incidence of breast cancer. Although some
Dot e v suggesed ht COCs might cresse the cidence of st cacer, e recen
tudies have not confirmed suc

Some studies suggest that COCs are nssncmmd with an increase in the risk of cervical cancer or
inracpithelial neoplasia. However, there is cotroversy about the extent to which these findings may be
due 1 difierences I sexual bohavior o oher fotors
5.12 Effect on Binding Globulins

0Cs may ra bulin,
x hor elobuin mmsal bmdlmz it The e of sefocenee geldrormone
o conieo oy e 1 b e

5.13 Monitoring,
A woman who is taking COCs should have a yearly visit with her healtheare provider for a blood
pressure check and for other indicated healthcare.

5.4 Hereditary Angioedema

Inwomen with hereditary angioedems, exogenous estrogens may induce or exacerbate symploms of
angioede

515 Chloasma
Chloasma . especially th a history of Women
y the taking

Blisovi 24 Fe.

6 ADVERSE REACTIONS

The following with the use of COCs inthe

labeli

© Serious cardiovascular events and stroke (see BOXED WARNING and WARNINGS AND

PRECAUTIONS (5.1)]
© Vascular events [see WARNINGS AND PRECAUTIONS (5.1)]
© Liver disease [see WARNINGS AND PRECAUTIONS (5.2)]

Adverse reactions commorly reported by COC users are:
o Irregular uterine bleeding

o Nausea

© Breast enderness

o Headache

6.1 Clinical Trial Experience

inthe clinical rials of a drug camot be direcdly compared (o the rates in the clinical rials of another
drug e may ot reflect he ates observed i practice.

“The safey of Blisovi 24 Fe was evaluted in 743 subjects wh participated inan open-abel,
radonized. sev-comoled,miicener il il o o 20 Fe forconrcepton This i
examined healhy,non-pregnant voluncers aged 18 t 45 years, who were sexually acive and had
oy s e of 35 K. Sbjecs e followed{or up v 25-day cyele providng a ol of
3,823 reatmentcycles of exposre.

Common Adverse Reactions (= 2% of all subjects)



The Ay atleast 29% of the g Blisovi 24 Fe.
werethe fallowing, inorder of decrasing el derce: Iveaﬂaﬂve (63 uaginel cnddists 6.1%),

5 (4.4%), d changes (including mood
i 19%)), bacterial 16y acre (0.75)

Adverse Reactions Leading to Study Discontinuation

Among the 743 worenusing Blisovi 24 Fe 4 worien 6.2%) wihrew becase of anadverse event.
Adverse evens occurring n3or more sbjectsleading o disconiuadonof reatnent w

decreasing I bleeding 3 mensual cranps
0.4 0.4

6.2 Postmarketing Experience
Thefollwingavere rescion o becndefieddringpost vl e of isvi 24,
use these reactions are reported voluntarily fron of uncertainsize, itis difficult o
elibly stimte helr froquency or evaluate & cusal rtlaunr\smp o dros exposare
Cardiovascular
t Ipiat hycard yocardial infarction.
‘Endocrine Disorders
Hypothyroidism, hyperthyroidism.
Eye Disorders
Blurred vision, visual impairmens, ransient blindvess, corneal thiming, change in coreal curvature
(steepenirg).
GI Disorders

Nausea, vomiting, abdomiral pain, constpation, pancreatis.

Cholelithiasis, cholecystis, hepatic adenoms, hemangiom of liver.
Immune System Disorders

o . including urii d
circulatory symptons.

Infections

Vaginal infection.

Metabolism and Nutriion Disorders

Change in weight or appeite (increase or decrease). hypoglyceia, diabetes mellius, aneria.
Musculoskeletal and Connective Tissue Disorders

Myalgia.

‘Skin and Subcuianeous Disorders

X d all n i sweats, swelling face or
lips, hirsutism, skinb i hemorhagic eruption.
Nervous System Disorders

Headache, dizziness, migraine, hyperesthesia, paraesthesia, hypoaesthesia, sommolence, loss of
consciouspess, sesory disturbance.

Psychiatric Disorders.

Mood swings, depre: nsomnia, anxiety, suicidal ideation, paric atack, changes in ibido, bipolar
eorder, Gesociaton sl 0s o,

‘Renal and Urinary Disorders

Pollakiuria, dysuria, cystiis-like syndrome.

R(pmdu(miys&mnndﬂmslnmrdﬂs

), premenstrual syndrome, ovarian cyst,

Bt v eys e peie Pt colecion
Vascular Disorders
I bral, d wansient

ischemic atack ischemic stroke.

7 DRUG INTERACTIONS

Corsult e Iabelig o concurenly used drugs i o frier Iformalonabout nractons with
oral conacepives o the porential for enzyme alteraton

7.1 Effects of Other nm!; on Combined Oral Contraceptives

oce

Drugs or bertal proics tat duce e, including cytochrome P450 34 (CYP3A4), may
coc: cocs or

increase breakihrough bleeding. Sore drugs or i ot that may decrease the effectiveress of
orelcommcepives cludig eyt e, cutarssepie bosenan el grscfulvin
oxcabazepne,ffanpei, oiranats,rifabutn, framide et prodoctco
Joha's wort. \Cocs ©
comracepiive filure. ot swormnie e mherve e of conraceptionor Pk cup method
when enzyme inducers are used with COCs, and to cortinue back-up conracepiion for 23 days after
discontinuing the enzyme inducer (0 ersure contraceptive reliability.
‘Substanices Increasing the Plasma Concentrations of COCs

atorvastatn, estradiol (EE)
increase AUC values for 20 d and
increase plasm EE concentators, possibly by inhibiton of conjugation. CYP3A4 inhibitors sswchas
iraconazole, voriconol, fuconszole, rapefrut i, o etoconszole e ncrease pls
hormone concentratior

Virus (HCV)
Rvere Tramerpass inhiiors

prog
have beennoted insome casesof co-adminisuaion wih IV proesse nibiors (decrese 5.
nd

ase [e.g. protease inhibitors or
o teose ot watpast T (docreso 3 T o Tt I
irine]).

7.2 Effects of Combined Oral Contraceptives on Other Drugs
00 conlnng EE may ki he bl of other compouns (e, cyclosporie prednsoloe,

theophylie aanid, Cs have been
shownto decrea i hen choioic s, morphe, seyic s, snd
temarepar, Signifion decrease inplasma conceraton of amotrgine as beenshown lely due ©

of lamotrigine “This may reduce seizure

iimens of Tt e ey b ety
h

y because
with use of COCs [see WARNINGS AND

PRECAUTIONS (5.12)].

7.3 Concomitant Use with HCV Combination Therapy - Liver Enzyme Elevation
Do Blisovi 24 Fe with HCV drug combi

with due to potential for ALT elevations [see
WARNINGS AND PRECAUTIONS (5.3)].
7.4 Interactions with Laboratory Tests

‘The use of contracepiive steroids may influence the resuls of certainlaboraory tests, such as
coagulation factors, lpids, glucose tolerance, and binding proteins.

8 USE IN SPECIFIC POPULATIONS.

8.1 Pregnancy
There i litle o birth defect arly
oy Epidemtologie suies nd met-aelyses heve ot found an nredsed isk of Seral of o
genital birth defects (including cardiac anomalies and limb reduction defects) following exposure to
Tow dose COCs prior to conception or during early pregnancy.

Do potadminister COCs (0 induce withdrawal bleeding as a test for pregrancy. Do not use COCs
during pregnancy o treat threatened or habitual abortion.

threasifeed than 4 weeks postpartum.

8.3 Nursing Mothers
Adsise he rrsing mothr ( use amtercontacepve mehod,when possible, it she s wered
her child. COCs can reduce milk production in breastfeeding mothers. This is less likely to occur once
breastfeeding is well-established; however, it can occur at any time in some women, Small amourts o

8.4 Pediatric Use

Safety and efficacy of Blisovi 24 Fe have been established in women of reproductive age. Efficacy is
expected to be the same in postpubertal adolescents under the age of 18 years as for users 18 years and
older. Use of this product before menarche is not indicated.

85 Geriatric Use

Blisovi 24 Fe women, popt

8.6 Hepatic Impairment

The of Blisovi 24 Fe has il hepaicimpirmen,
Hor teroid h ‘may be poorly siers with hepat e or
chronic 'CoC et il mrkers of
been excluded

liver normal and COC
‘and WARNINGS AND PRECAUTIONS (5.2)I
8.7 Renal Impairment

The of Blisovi 24 Fe has renal impairmen

8.8 Body Mass Index

‘The safety and efficacy of Blisovi 24 Fe inwomen with a body mass index (BMI) > 35 kg/n? has ot
been evaluated (see CLINICAL STUDIES (14)].

10 OVERDOSAGE

There have i e oral ludi
ingestion by children. Overdosage may cause withdrawal bleeding in femwles and rausea.

11 DESCRIPTION
Blisovi 24 Fe is a combination oral contracepive for oral administration consisting of active tblets
conaling orthinrone cetae,  rogesti, nd ey stradial, anesrogen and laceba ables
ng ferrous fumarate, which serve no therapeutic pur
Each cive whit ble conalns 1 mg norethronesceate 20 meg ey esadiol. Ircive
ingredients include acacia, confectioner’s sugar, corn starch, lactose monohydrate, magpesium
stearate and alc.

5 mg ferrous f
celluos,povidore, sodumstarch ivesio, o erose. m ferrous fumrate ablets do pot
se are

‘The chemical rame of ethinyl estradiol s 19-nor-17a-pregna-1,3,5(10)-rien-20-yne-3,17-diol. The
empirical formula of ethinyl estradiol is Cz0H40; and the structural formula is

‘The chemical name of norethindrone acetate s 17-hydroxy-19-por-17ac-pregn-d-en-20-yn-3-one
acetate. The empirical formula of norethindrone acetate is CzHg03 and the structural formula s:

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

COCs lower the risk of becoming pregnant primarily by suppressing ovulation. Other possible
h include cervical

changes
hatreduce the likelihood of implaniation.

12.2 Pharmacodynamics

No specific pharmacodyramic sudies were coducted with Blisovi 24 Fe.



12.3 Pharmacokinetics
Absorption
Noretindrone acee appers o be conpleely and rapidy desceyltd t rretinroneafer oral
administration, because ihindrone ace rom that of orally
dministred roredinone. Norethinirone scette and ehimy] esundlnk are iy et from
Blisovi 24 Fe tablets, with maximum plasima concersrations of noret radiol
occurring 1 0.4 hours posdose. Botare subjet (s psss menslmhsm e ot s, eling in
anabsolute

d eihiny] estradiol ollnwng - and multipl
admmmanam of Blisovi 24 Fe ablets in 17 healthy female volunteers are provided in Figures 1and 2.
d Table 3.

Fullowmv. muliiple-dose Blisovi 24 Fe wblets

norethindrone and ethinyl estradiol were increased by 95% and 27%, respectively, as compared

single-dose adinisraton. Meanrorehirrone and ehiny estradiol exposures (AUC sy wire

increased by nd Blisovi 24 Fe
ables

Steady- rethindrone was y Day 17 ly-state with respect o

elhiny eswadiol wes reached by Dy 1

Mean SHBG concentrations were increased by 150% frombaseline (57.5 nmol/L) o 144 noml/L at

steady-state.

Figure 1. Mean Plasma Norethindrone Concentration-Time Prfies Folloing Sngle- and
‘Tablets to Volunteers Under

Fasting Condidon (= 17)

e

-

Figure 2. Mean Plasma Ethinyl Estradiol Concentration-Time Profles Following Single- ang

blts to Volunicers Under
Fasting Condition (n = 17)

H

]

i

Tim o)

Table 3. d
Following Single- and Multiple-Dose Oral Administration of Blisovi 24 Fe Tablets to Healthy
‘emale Volunteers Under Fasting Condition (n =17)

Regimen  Analyte Arithmetic Mean” (%CY) by Pharmacokinetic Parameter
Cova  AUCouan Cmn - ual) | Cow
(pg/mL) B (pemieh)’ (pgmL) (pgimL)
N BEG) 1007640 S0 - ~
Day 1
Gigle Lo 64507 1307040) 465406 - - -
Dose)
sHBG - - owsen' -
NE1640026) 13(070040) 88160 (30) 880(51) 84 3670G0)
Day 24
(uliple o BLO@Y) 17010020) 7013Q8) 114(3) 145 29208
Dose)
SHBG - 144 @24) .
* The harmoric mean (0, for 4, and the mecian (range) i

epored 01
+ the

Conax = Maximum plasia concentration
o = T 0f oy

Conin = minimmm plasma concentration atsteady-state

AUC(g 1 24 = Area under plasma concentration versus time curve from0 to 24 hours
;= Apparent first-order terminal elimination half-life

Cavg = Average plasma conceniration = AUC(0 o 24y2¢

% CV = Coefficient of Variation (%)

SHBG = Sex Hormane Binding Globulin (nmol/L)

Food Effect

Asingle-d Blisovi 24 Fe

11% and absorption by 27%

concentation of ethinyl estradiol by 30% but ot the extent of absorption.

Distribution

Volure o disibuionof orethirons ax iyl estrodiol rngesfrom 210 4 LA, Pl proein
binding of both steroids is as
s b sy o oot Ao et vt docsnox b 1o SHBC, e

SHBG syntesis.

Metabolism

via red
ghcuronide conjugation. The majority of esblies inte circulaionare sulfates, with glucuronides
g for most of the urinary metabolite

Ethinyl estradiol is also X
glucuronide. Sulfates are the major 1 ethinyl estradiol

mirate in urine. T abolite s 2- [
CYP3A4 isoformof cytochrome Pas0. Pznﬁl the st poss reraaemal oo stada it eeved

Excreton
Norethichore nd et esviol e excrted bt e ad fces, ey s ol

iyl estradiol are 4 Lihrikg).
Steady-s S eretihone Tollowing
Blisovi 24 Fe tablets are approxintely § hours and 14 hours, respecively.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fe
[See WARNINGS AND PRECAUTIONS (5.2, 5.11) and USE IN SPECIFIC POPULATIONS (8.1).]

14 CLINICAL STUDIES
anactive-conrolled clinical rial, 743 women 18 to 45 years of age were studied to assess the
Ccacy of Blsowt 24 e Torup i 2oy ¢ yles. Th rcial demographic of worenrndorized
1o Blisovt 24 Fe was:69.5% Caucasian,15.5% Aficar- American, 10.4% Risaric 2. 3% Ast
2:3% Naiive AmericavOiner. Women withbody s index (BMI) grter tan 35 mgin? were excluded

{rome sy The wclgm range or tose 90 10 260 pounds,
147 pounds. Among the women in the study randomized to Blisovi 24 Fe, 38.9% had not used hormonal
Comtacepionimmediael prior o erolling inhis sy

A ttal of 583 woren complted § cycies of netren. There wre s tal of §or-resent pregrancies
among women aged 18 10 45 ye during which no
e The Peal e for Bikovi 24 Fe was 152 (95% confidence merva 0.59 0 4 25)

16 HOW SUPPLIED/STORAGE AND HANDLING

161 How Supplied
Blisovi 24 Fe is available ina blster (NDC 68180-864-71) coaining 28 tblets packed ina pouch
(NDC 68180-864-71). Such three pouches are packaged ina carton (NDC 68180-864-73).
Fach blister (28 tablets) contains in he following order:
te © off-white, round, lat face beveled edged (active) blets debossed with "LU” onone
side and "N21" on the other side and each cosaining 1 mg norethindrone acetate and 20 mcg ethinyl

led, round, flat face debossed with "LU”
oo side and V22 on the athe side and ei(hmmalmlg 75 mg ferrous fumarate. The ferrous
fumarate tablets do not serve any therapeutic purpose.

16.2 Storage Condi

= Stre at25° € (77 Py excursions permited 0 15 0 30° C 59 10 86° F) see USP Conrolled Room
Temperare]

 Keep s drug and all drugs outof the reach of children.

17 PATIENT COUNSELING INFORMATION

See FDA-approved Patiens Labeling (Patiert Information and Instructions for Use).

Counsel patients about the following informaion:

= Cigaretie smoking increases the risk of serious cardiovascular evenis from COC use, and that
women who are over 35 years old and smake should not use COCs [see BOXED WARNING].

. VTE of COCs s g acocor
restarting (following a d-weck or greater pil-free interval) the same or a different COC [see

WARNINGS AND PRECAUTIONS ..

Blisovi 24 Fe d

« Blisovi 24 Fe is mot 0 be used during Wegnan:y, i regnaey occurs durig we of Bisow 24 Fe

[see

« T o ety b ot some e every dy. ot pdens ot 0 d e evere
pills are missed [see DOSAGE AND ADMINISTRATION (22)L.
cup or aliernative method of contraception when enzyme inducers are used with Blisovi
24 Fe [see DRUG INTERACTIONS (7.1).
* OGS mayreduce breas ik prodcton tis s less el 1 occur fbreaseedig s well
established [see USE IN SPECIFIC POPULATIONS (8.3l
« Vimeho sant COCS postpartum, and who has not yet had a period, must use an additional method
conraception unl she has takena white tablet for 7 consecutive days [see DOSAGE AND
ADMINISTRATION (2.2)1
. eventof hea atthe dme of the first
issed period. Rule vt pregancy inhe event of e inwo of more consecuive cocles
[sec WARNINGS AND PRECAUTIONS (5.8)].

Distributed by:
Lupin Pharmaceuticals, Inc.
Baliimore, Maryland 21202

United States
Manufactured by:
Lupin Limited
Pithampur (M.P.) - 454 775
INDIA
Revised: August 2019
PATIENT INFORMATION
Blisovi™ 24 Fe (bli-S0-vee EFF-EE)
i i d fe
Whatis i i Ishould isovi 24 Fe?
tuse Blisovi 24 Fe if you smoke cigarettes and are over 35 years old. Smoking increases your

it o ons codiovseul e effci rom b B conralpie g e o o
atack blood clots or stroke. This risk increases with age and the number of cigareties you smoke.



Whatis Blisovi 24 Fe?
Blisovi 24 Fe is abirth 1 pill (hormonal by womento y

How does Blisovi 24 Fe work for contraception?
Your chance of gettng pregrant depends on how well you follow the directions for taking your birth
comrol pill. The better you follow the directions, the less chance you have of geting pregnar

Based onthe results from the clinical study, about 110 4 out of 100 wormen may get pregnant during the
first year they use Blisovi 24 Fe.

‘The followi ng preg

birth control. Each box on the chart cotains a listof birth control methods thatare similar in

effctvness. The ostefecive methods ar ahe top f e chart The boxon e botoma hechart
s the chance of getting pregnant for women who do ot use birth cantrol and are trying (o get

ptuy

[ A

‘Who should not take Blisovi 24 Fe?
Do not take Blisovi 24 Fe if you:

o smoke and are over 35 years of age

 had blood clots in your arms, legs, lungs, or eyes

o
o have problems. your isk of having blood

o had a heartatack

 have high bland pressure that cammot be conrolled by medicine.

 have diabetes with kidbey, eve, nerve, or blood vessel damage

 have cerain kinds of severe migraine headaches with aura, numbness, weakness or changes in
vision, or any migraine headaches if you are over 35 years of age

 have liver problems, including liver ors

© have any unexplained vagiral bleeding,

o are pregrant

 had breast cancer o any cancer thatis sersitive to female hormones

 take any Hepatits C drug combiration contining ombitasvir/paritaprevir ritonavir, with or without
dasabuvir. This may increase levels of the liver enzyme "alanine aminotransferase” (ALT) in the
blood.

Ifany of these conditions happen while you are taking Blisovi 24 Fe, stop taking Blisovi 24 Fe

right away and ulk o your heallcare provider Use new hormonal contracepion (such s
ondoms and spermicide) top taking BI

What should 1 mll my healtheare pmv.nuhum u.kmg Blisovi 24 Fe?

‘Tell your healthcare pro

o ar regrntor ik yuumay bkp egrar
© e depressed now o have becn depresed e past

« Tadyellowing of v of pregnancy)

© are breastfeeding or plan o breasifeed. Blisovi 24 Fe may decrease the amount of breast milk you

A small amount of the harmones in Blisovi 24 Fe may pass into your breast milk. Talk to your
breastfeeding,

Telly P you take,includ

Counter medicines, itamins and herbal supplements.

Blisovi 24 Fe may affect the way other medicines work, and ther medicines may affect how well

Blisovi 24 Fe works.

Koow the medicines you take. Keepa listof themo show your healthcare provider and pharmcist

when you get a new medicre.

How should  ake Blisovi 24 Fe?

Read the Instructions for Use atth erd of this Patien Iformation.

What are the possible serious side effects o Blisovi 24 Fe?

* Like pregnancy, Blisov 24 e may causeserous side elfcts, ncluding blod cors i your
lungs, heart attack, or a stroke that may lead to death. Some other examples of serious blood
o e ood el e e v

Serous oo closcanappenspecialy f v smoke, re s, o e lderhan 35 yearsof g
Serious blood clots are more likely to happen when

=" v st king birt contal pis

o restart the same. pills after not using, or more

right away if you have:
. neg pantiwil 0t g0 away
tess of breath
. ;ullllen(hdllge invision or blindness
o chestpain
© asudden, severe headache unlike your usual headaches
« weakness or numbness in your armor leg
© wouble speaking

Other serious side effects include:
© liver problems, including:
o rare liver w
* undice chalesisia, espcilly I youpreviotsly b cholestssofpregraey. Cal your
Deatbcar provider I you v yollowig o your
« hi mvlder fora yearly ¥
pressure.
« gallbadder prablems
© changes in the sugar and fat (cholesterol and triglycerides) levels in your blood
+ e or worsuxing headaches acinding migaine besdaches
© depre
o possil ucanmmyour breast and cervix
ol your heathcare prowider i you have  Swollen oce, ips mouth nglltnrmmav.wh(h
ead 1o GHTialcy Swallowing o beathing. Your chatce f havirg ngioedert s igher if you have
isory of angloedems.

*+ darkpac pecially
ring pngnm(y ehimaame Worea i 1 5o Sould o pent
e i A e 2 i i o e o Bt 2 . Coe sumcreent

Jou have o e i the sunight

‘What are the most common side effects of Blisovi 24 Fe?
© headache

o vaginal infections

o menstrual cramps

© breasttenderness

 mood changes

o acne

o weightgain

‘These are motall the possible side effects of Blisovi 24 Fe. For more information, ask your healihcare
provider or pharmacist.
o the FDA at
What else should I know about ta
<l you ane cheduled for ny lab s, el your i vethese provider you are taking Blisovi 24 Fe.
Corinblood ess ey beaffeced by Blsov 24 e
o Blisovi 24 Fe does.
infections.

How should I store Blisovi 24 Fe?
 Store Blisovi 24 Fe at room temperature between 68°F o 77°F (20°C to 25°C).
© Store away fromlight

 Keep Blisovi 24 Fe and all medicines out of the reach of children.

General information about the safe and effective use of Blisovi 24 Fe.
Medicines are sometimes prescribed for purposes other than those lsted in a Patient Information leaflet
Do notuse Blisovi 24 Fe for a condition for which it was not prescribed. Do not give Blisovi 24 Fe to
other people.

This Patient the Blisovi 24 Fe. You can ask.
provider for Blisovi 24 Fe thatis

P
professionals

For more information, call Lupin Pharmaceuticals, Ioc at 1-800-399-2561 of visit our website at
www.lupinpharmaceuticals.com.

Do birth control pils cause cancer?

Birth control pills do How or have
R D d s e comnl s bcau e i actr e semive 0 hor s

Woren uho use bicthconvolplsmay have gty bigher hance of getg crvicalcacer
However,this may be due 1o other reasons such as having more sexual partne
‘Whatif I want to become pregnant?

‘You may stop taking the pill whenever you wish. Consider a visit with your healthcare provider for a
pre-pregnancy checkup before you stop taking the pil
‘What should 1 know about my period wh:nnkm;
Your periods may
leedingor o s T e o e ing Bt 34 P copcia i v rom

£ use. This usually is not a serious problem. It s important fo continue taking your pills ona

rtgular Schedule 10 preverta presaney.

i 24 Fe?

‘What are the ingredients in Blisovi 24 Fe?
Active ingredients:

White pills: norethindrone acetate and ethinyl estradiol
Inactive ingredients:

Brown pills: ferrous fumarate

INSTRUCTIONS FOR USE

Blisovi™ 24 Fe (bli-SO-vee EFF-EE)

d ferrous

Important Information about taking Blisovi 24 Fe

 “Take 1 pill every day at the same time. Take the pills inthe order directed on your blister

Do notskip your pills, evenif you do ot have sex often.If you miss pills (including starting the
packlate), you could get pregnant . The more pills you miss, the more likely you are © get

pregaanc
¢ Ifyouave wouble renenberingt ke Bilsovi 24 e, ko yourheltcare provider
* Whenyou st akig Blisow 24 Fe, poting orlgheeding inbetwecnyour periods may

accur Conactyou healiheare provider i s does not 8o away ae s few
‘You may feel sick to your stomach (nauseous), especially during th i
Blisovi 24 Fe If ou el sik o your somach, do ot stop i e pill.Theproblem
g0 away. If your nausea does pot go away, call your healthcare pr
Nisin pllscanals, causespoting or it blewding, everwhenyou ake he missd pllLcr,On
the days you take 2 pills o make up for missed pills (see What should I do if [ miss any Blisovi 24
Fe pills? below), you could also feel a e sick (o your stomach.
Itis not uncommon o miss a period. However, if you miss a period and have not aken Blisovi 24 Fe
sccordin o diecios, o s 2 peiodsina row, o e ke you naybepregrant, call your
have a p Blisovi 24 Fe.
o 11 you hove o o dirthes b’ t 4 hours of g whie cive il e another whie
il fomyour exa blister I you do ot o anextabister, e he et it pill nyourbliter
g all your remaining pills in order. Startthe first pill of your next blister the day.
Fihig s e b The i bty cer ool <hecuied. Come asour
ewschedle.

o af taking
usually

ing or diarthea for more than 1 day, your birth control pils may not workas well.
2 ttoml I conrol mhod T contms o senice, ol you chechnt you
healthcare provider.
Stop taking Blisovi 24 Fe atleast 4 weeks before you have major surgery and do not restartafter the.
surgery without asking your healthcare provider. Be sure 1 use other forms of contraception (lke.
condoms and spermicide) during tis time period.

Before you start taking Blisovi 24 F
 Decide whattime of day you want 1o take your pill It s important to take it at the same time every
day and in the order as directed on your biste.




o Have bl ful pack of
pills as needed.

When should I start taking Blisovi 24 Fe?

1300 sar akdng Blsow 24 B o hew not s o ormonn bt contral mathad bfar:

 There are 2 ways to start aking your birth conirol pils. You can either start on a Sunday (Sunday
Saror on e Tra oy oy 5 1 yout el mermirua period (Day 1 o, Your eshcare
provider should tell you when 0 start aking your birth control pil.

 If you use the Sunday Start, use pon-hormaral back-up contracepiion such as condorms

permicide for the first7 days that you ke Blisovi 24 Fe. You do mot need back-up (m\lnczpnan it

youuse the Day 1 Start,

If you start taking Blisovi 24 Fe and you are switching from another birth ct

" start your new Blisovi 24 Fe pack on the same day that you would sart the next packn!ynur
previous birth control method.

Do ot continue taking the pills from your previous birth control pack.

ing Blisovi 24 Fe z aginal ri
« Start using Blisovi 24 Fe onthe day you would have reapplied the next ing or paich.

I you start taking Blisovi 24 Fe and you are switching from a progestin-only method such as an

implant or injection:

 Start taking Blisovi 24 Fe on the day of removal of your implant or on the day when you would have
had your nextinjection.

If you start taking Blisovi 24 Fe and you are switching from an intrauterine device or system (IUD
or 1US):

 Start taking Blisovi 24 Fe on the day of removal of your IUD or IUS.
* Youdo your IUD or IUS is firstday (Day 1 of
your perod.fyour 1UD ar1US s removed onany e dy, se o hormoml backup
‘conraception such as condoms and spermicide for the first 7 days that you take ot B,

Keep a calendar o track your periods
1 this are akigbithcontolpils,exd,“When should start aking Blisovi24

P o oo e e or c1ier 2 ey St o+ Doy s o

Sunday Start;

You wilus Sunday Startif your hesltcare provide old you o e you vt il ona Sundy.

pill 1onthe Sunday

© 1 your period siars ona Sunisy kgl 1 ot day anefer t Day 1 St muctonsbelow

« Take 1 pill every day in the order on the blister at the same time each day for 28 days.

© After taking the lastpill on Day 28 from he blister, start taking the first pill froma new pack, on the
same day of the week as the first pack (Sunday). Take the first pill in the new pack whether or not
Youare having your perio

© Use ron-hormonal back-up contraception such as condors and spermicide for the first7 days of the
firstcycle that you ke Blisovi 24 Fe.

Day 1 Start:
Youilluse  Day 1 Starti yourdocor oldyou10 e ous st pill Dy 1 once fsedy fyour
perioc

o il very dayinthe orde of e blistr,t he same e ach . for 20 day,

o Afer aking the last pill on Day 28 from the bliser, start taking th firs pill froma new pack, on the
same day of the week as the first pack. Take the frstpill inthe new pack whether or ot you are
having your perios

Instructions for using your blster:

he Blisow 24 Fe blser has 24 active” whie pills(vith hormwres) o nmmm. 24 days, followed
y 4 “reminder brown pills (without hormones) o be taken for the next 4 d

DAY-1 STARTERS: fyour period begins o
i oy e it s i

other than Sunday,
day of your period.

suu MON  TUE  WED  THU PRI SAT

OOOQQQQ
ooooooo
'0,0,0,0,0,0,0;
0,0,0,0,0.0,0

Wieek z

SeLFBREAST

Week z

Lok for:
© Where on the pack to starttaking pills

© Inwhatorder to take the plls. Follow the arrows shown n Figure A
© The week pumbers as shown in Figure A

‘Whatif should I do if | miss any Blisovi 24 Fe white pills?

1 you miss 1 white pillin Weeks 1, 2, or 3, follow these steps:

 Take itas so0nas you remember. Take the next pill at your regular time. This means you may take 2
pillsin1

 Thencontinue taking 1 pill every day uniil you finish the pack.

 You do not need t use a back-up birth control method if you have sex

1 you miss 2 white pills in a row in Week 1 o Week 2 of your pack, follow these steps:
 Take the 2 missed pills as soon s possible and the next 2 pills the next day.
= Thencontinue to take 1 pill every day unil you finish the pac!
i conrol mefiod (uch abackupif you
have sex during the first 7 days after missing your pills.

If you miss 2 white pill in a row in Week 3 or Week 4, or you miss 3 or more white pill in a row
atany tme, follow these steps:
 Ifyou are a Day 1 Starte
o Throw out the rest of the pill pack and start a new pack that same day.
© Ifyou are a Sunday Starter:
- Keep ling Ll vey day i Surdoy On Sy, v ot e st ofhe pckond srts
new packof pills that same d:
o Yol may not have yourpertod s morh but s s expected. However, i you s your period 2
s ina row, call your healtheare provider because you might be pregran.
 You could become pregnant if you have sex during the first 7 days after you restart your pills. You
anon-hormonal birth control method (such as a condom and spermicide) as a back-up if
you have sex during the first 7 days after you restart your pill.
If you miss any of the 4 brown "reminder” pills in Week 4, throw away the pills you missed and
keep taking 1 pill each day untl the pack s empty. You do not need to use a back-up method of birth

If you have any questions or are unsure about the information in this leaflet, call your healthcare
provide

Blisovi™ 24 Fe is a wademark of Lupin Pharmaceuicals, Inc.

Distributed by:

Lupin Pharmaceuticals, Inc.

Baltimore, Maryland 21202

United States

Manufactured by

Lupin Limited

Pithampur (M.P) - 454 775

INDIA

“This Patent Information and Instructions for Use has been approved by the U.S. Food and Drug
Adninistation.

Revised: August 2019 104255577
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Blisoviv 24 Fe [norethindrone acetate and ethinyl es tradiol tablets USP, (1 mg/0.02 mg) and
ferrous fumarate tablets, (75 mg)]

Rxonly
NDC 68180-864-73
Carton Label: 3 blisters of 23 Tablets
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